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Ig2 : 

1 - ( 3-tf V t/A/) -3- (4-7;WD7x^) - 1 , 3 --/uA>i/^r> 
3.8g^X^?y-;V 200ml(I^8?U kK7^'>-*» 0.80g£y&T U 6 PtRBilQ 
*ft3®j5S£U/ci. £(S»«:iJai:Rl/. fSftl&ifijfcfeiin*., ^nnMACtidil 

D7b^7-f- : ^^^/mm^^= i / 1 ) ■t*fltSKLfc&, 

^OD *^A * m\\ U/:THF I:TS^h b b fcfrl^ @ fi*J&| 2. 2g£ *§fc. 
'H - NMR (270MHz, CDC1 3 ) 8 : ppm 

6.84(1H, s), 7. 11-7. 18(2H, m), 7. 34-7. 39 ( 1H, m), 7. 64-7. 69(2H, 
10 m), 8.60OH, dd, J=4. 6, 1.7Hz), 9.03(1H, d, J=1.7Hz) 

mp 202. 0-203. 0°C 

7c3S##T fHNI C : 70.28 H : 4. 21 N : 17.56 

C : 69.95 H : 4.08 N : 17.45 



15 mm&M2 

6-^pp-3- - 4 //--r [l, 2-c] e^y"-;i/ 




1 : 

5-^DP-T>^V> 9. 15g£B*ge 200ml(I}^MU, 3. 11ml £Bf g* 20ml 

7.77ml£iJP;L/c 0 O^CT, 5N th'J'J'A^ h^^b"/^^^ '-JVffliffl. 27ml 
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3'- (3-H°U^» -Xt'D [ 5-i7 D D>T 2 , 2'-;*^>^>] 

5 -l-^> 6.47g£x#y-;i/ 150ml(;Jgft|L/, fc: K^>*>— skftl^j 1.96mlfciQ 
* 1 B#P^An^il^L/c 6 =^bJh^3S'>*Ji^^3i— 1.46ml feffij 

THFi:tSISa B B ^tT^S^ 2.31gfcf§fc. 
10 'H-NMR (270MHz, CDC1 3 ) 5 : ppm 

3.87(2H, s), 7.37-7. 45(2H, m), 7.55(1H, s), 7.66(1H, d, 
J=8. 1Hz), 8.03(1H, d, J=8. 1Hz), 8. 64-8. 61 ( 1H, m), 9.01 (1H, s) 
mp 274. 0-275. 0°C 

jtmttffi tUftflt C : 67.30 H : 3.77 N : 15.70 
15 ^itifi C : 67.01 H : 3.89 N : 15.63 



3 - (3-e'J'») -4 >fV [1, 2-c] h°^y — 

20 mMm2X*mhfttzik&%!Q**5i J -)V 200mU::jgF#U 4N t&4tfrm/^rt* 

■9->JSift lOmlfciTFU/c. 2 HfH«|$L/::&. fc«fc«JBE»*gU 
£ ^ # y -;WC T#*£J| * fr V > B 1 . 80g * 

'H-NMR (270MHz, CDC1 3 ) 5 : ppm 

3.98(2H, s), 7.45(1H, d, J=7.9Hz), 7. 65-7. 69(1H, m), 7.69(1H, 

25 s), 7.84-7.90OH, m), 8.56(1H, d, J=8.3Hz), 8. 71-8. 74(1H, m), 

9. 13(1H, s) 
mp 300°CJ^± 
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1 H-NMR 8 : ppm 


m p CC) 


4 


(270MHz CDClo) 

\ &j l \J I'll *^ j \J U V> JO/ 

3.01-3.06(4H,'m), 7. 63-7. 65 (1H, m), 7. 24-7. 29(3H, m), 7.31- 
7.42(1H, m), 7.62-7.64(lH, m), 8.62(1H, dd, J=5.0, 1.7Hz), 
8.92(1H, d, J=1.7Hz) 


228-229 


5 


(91VMW7 CDCk") 

2. 94-2. 97(4H, m), 3.84(3H, s), 6. 80-6. 85(2H, m), 7.36(1H, 
dd, J=7.9, 5.0Hz), 7.54-7.60(lH, m), 7. 96-7. 93 ( 1H, m), 
8.60C1H, d, J=5.0Hz), 8.90(1H, s) 


212. 0- 
212.5 


6 


f?70MH7 DMSO-d,.) 

7.36(2H, dd, J=8. 9, 8.9Hz), 7.51(1H, s), 7.88(2H, dd, 
J=5.6, 8.9Hz), 8.02(1H, dd, J=7.7, 5.6Hz), 8. 79-8. 84(2H, 
m), 9.28(1H, s) 


247-257 
(dec. ) 


7 


C970MH7 CDCln') 

3.86(3H, s), 6.8K1H, s), 6.99(2H, d, J=8.9Hz), 7.36(1H, 
dd, J=7.6, 5.0Hz), 7.59C2H, d, J=8.9Hz), 8. 10(1H, d, 
J=7.6Hz), 8.59(1H, d, J=5.0Hz), 9.06(1H, s) 


200-201 


8 


C?70MH7 CDClo") 

5.40(2H, s), 6.77(1H, s), 7. 07-7. 10(2H, m), 7. 28-7. 36(4H, 
m), 7.58-7.63C1H, m), 7.71(2H, d, J=8.4Hz), 7.98(2H, d, 
J=8.4Hz), 8. 63-8. 67 (2H, m) 


118-119 


9 


(270MHz, CDC1 3 ) 

5.4K2H, s), 6.76(1H, s), 7.07(2H, d, J=6.3Hz), 7.26- 
7.37(4H, m), 7.46(2H, d, J=7.3Hz), 7.70(2H, d, J=7.3Hz), 
8. 17(1H, d, J=7.9Hz), 8.58(1H, d, J=5.0Hz), 9.08(1H, s) 


186-187 


1 0 


(270MHz, CDCI3) 

7.47-7.560H, in), 7.50(1H, s), 7.94(2H, d, J=8.3Hz), 
8.03(1H, d, J=8.3Hz), 8. 19(1H, d, J=7.9Hz), 8.56(1H, d, 
J=4.0Hz), 9.06(1H, s) 


262-263 


1 1 


(270MHz, CDCI3) 

6.90(1H, s), 7. 14(2H, t, J=8.6Hz), 7. 63-7. 68(4H, m), 

r\ r? / nil 1 T /"» ATI \ 

8. 67(2H, d, J=6. 0Hz) 


194-195 


1 2 


(270MHz, CDCI3) 

6.9K1H, s), 7. 10-7.23(1H, m), 7. 30-7. 51(4H, m), 8.09- 
8. 14(1H, m), 8.61-8. 63(1H, m), 9.07(1H, s) 


212-213 


1 3 


(300MHz, CDCI3) 

6.88(1H, s), 7.46-7.30(3H, ra), 7. 62-7. 66(2H, m), 8.04- 
8.07C1H, m), 8.60-8.62UH, ra), 9.02(1H, d, J=1.5Hz) 


226-227 



BNSDOCID: <WO 9856785A1J_> 



WO 98/56785 



30 



PCT/JP98/02552'' 





1 H-NMR 8 : ppm 


m p CO 


1 4 


(270MHz, DMS0-d 6 ) 

3.17C4H, s), 3.75(4H, s), 7.04(2H, d, J=8.3Hz), 7.14- 
7. 16(1H, m), 7.45-7.47C1H, m), 7.67(2H, d, J=8.3Hz), 8.18- 
8.22(1H, m), 8.5K1H, s), 9.06(1H, s) 


246-247 


1 5 


(270MHz, CDC1 3 ) 

2.30(3H, s) 7.12-7. 18(2H, m), 7. 34-7. 39(1H, m), 7.50- 
7.55(2H, m), 7. 91-7. 95(1H, m), 8. 60-8. 62(1H, m), 8.89(1H, 
s) 


173 

(dec. ) 


1 6 


(270MHz, CDCI3) 

3.94(3H, s), 6.8K1H, s), 7. 00-7. 06(1H, m), 7. 36-7. 44(3H, 
m), 8.07(1H, d, J=7.8Hz), 8.60(1H, d, J=3.3Hz), 9.03(1H, 
s) 


213-214 


1 7 


(270MHz, DMS0-d 6 ) 

3.97(3H,s), 7.39(1H, s), 7. 46-7. 51 (2H, m), 8. 09-8. 33(2H, 
m), 8.33(1H, s), 8.53(1H, d, J=1.7Hz), 8.55(1H, d, 
J=1.7Hz), 9.05OH, d, J=1.9Hz) 


224-225 


1 8 


(270MHz, CDCI3) 

7.4K1H, s), 7.40-7. 60(2H, m), 7. 89(1H, brs), 8. 17(2H,m), 
8.54(1H, brs), 9.04(1H, s) 


234-235 


1 9 


(270MHz, CDClg) 

6.88UH, s), 7.37-7.46(lH, m), 7.40(2H, d, J=8.3Hz), 
7.8K2H, d, J=8.3Hz), 8. 04-8. 08(1H, m), 8. 60-8. 62(1H, m), 
9.02(1H, d, J=2.0Hz) 


226-227 


2 0 


(270MHz, CDClg) 

1.38(3H, t, J=7.1Hz) f 4.36(2H, q, J=7. 1Hz), 6.85(1H, s), 
7. 18-7.22(1H, m), 7.68(2H, d, J=8.4Hz), 7. 92-7. 95(1H, m), 
7.95(2H, d, J=8.4Hz), 8. 45-8. 47 (1H, m), 8.96(1H, m) 


165-166 


2 1 


(270MHz, CDCI3) 

1.09C3H, t, J=7.3Hz), 4. 18(2H, q, J=7.3Hz), 6.54(1H, dd, 
J=7.3, 6.3Hz), 7.07-7. 14(2H, m) 7.45(1H, dd, J=6.3, 
2.0Hz), 7.54-7.60(2H, m) 8.75(1H, dd, J=7. 3, 2.0Hz) 


144-145 


2 2 


(270MHz, DMS0-d 6 ) 

4.54(2H, d, J=5.6Hz), 7.28(1H, s), 7. 38-7. 53(3H, ra), 7.72- 
7.88(2H, m), 8. 14-8. 23(1H, ra), 8. 50-8. 58(1H, m), 9.07(1H, 
s) 


202-203 
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1 H-NMR 5 : ppm 


m p ( C) 


2 3 


(270MHz, CDC1 3 ) 

7. 15-7.22(2H, m), 7.25(1H, s), 7. 57-7. 66(3H, m), 8.34(1H, 
dd, J=7.9, 1.5Hz), 8.69(1H, dd, J=4.6, 1.5Hz) 


219-220 


2 4 


(270MHz, CDC1 3 ) 

6.90(1H, s) 7. 15-7.25(2H, m), 7. 55-7. 63(2H, m), 7.76(1H, 
d, J=7.9Hz), 8.26(1H, d, J=7.9Hz), 9. 16(1H, s) 


268-269 


2 5 


(300MHz, CDC 1 3 ) 

3.87(2H, s), 7.07-7. 14(1H, m), 7.24-7. 30(1H, m), 7.40- 
7.46(1H, m), 7.66-7. 71 (1H, m), 8.03(1H, dt, J=7. 9, 2.0, 
2.0Hz), 8.62(1H, dd, J=4.6, 1.5Hz), 9.0K1H, d, J=2.0Hz) 


258-259 


2 6 


(300MHz, CDCI3) 

3. 91 (2H, s), 7.02-7.08(lH, m), 7. 38-7. 47(2H, m), 7.53- 
7.56(1H, m), 8.02-8.06(lH, m), 8. 62-8. 65(1H, m), 9.03(1H, 
J=1.8Hz) 


245-246 



tmm 1 

rnb^»B) -emm.-tz> t u zs;^comMtf3\ §-jec:$nsc: t^m^^tix 

(J. Immunology, 105: 1453, 1970) . CI ©jfflflS&^fcSJft fc/Bl^T * — 

BALB/cvtf**»f>wiKfc^mu izmizm-Dxmmm&j&fc-kmistzo 10% 

m)X \ X 1 0 7 cell/ral^jg(r|iiaU/cM^^^25A6 1^ 0. 12^8/1111^^7^ 
D3yM x>fD h^->>B^r^25Atl^^^V*-^il#^?:4, 12, 37, 111, 
333, 1000nM©fcjgT*50A*18sAqU 5% C0 2 37 < C©^TT-72NrKJg3|L/c. J3H 

<3DJiSi«:50%«I©|-rS»jaf (IC 50 :^M) *&6b?z. f ©gl^T^^/^t. 
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12 13 15 16 



I C 



50 



0.67 0.06 0. 15 0.95 0.55 1.35 0.05 1.10 0.29 



[Mm 17 18 19 20 21 22 23 2 4 



I C 



50 



0.38 0.24 0.19 1.01 1.28 1.73 0.71 0.56 



15 



3 ^~tfy?£ffi0i(DM&lZ1renthamb(Dl5mMfc^tzU. Exp. Med., 164, 857, 
1997)„ DBA/lJ-?^7>£ V^UM^ ^— £ T'|Sg|5j£ £ li£S U 

m. mm 6©n'7 v-^mm-w * o. 5% * ^ ;n? & □ - * mm k u . * ^> 1 1 sa ^ 

=? - ff > * j® ft i/ s M u fr> ft o X 50 mg/kgO^#S-e^ □ $-5- U 



20 



0 
1 
2 
3 
4 



(2gaffljM±5iifflf^T©raiP©jii5s, ^) 



%#fi (mg/kg) 



25 6 (Dm 



5 0 



1 0 
9 



11. 1 ± 3. 3 
4. 6 ± 3. 4 
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umn 3 

^^f ^s^mmm^-Xm^^m^i^sonhCD^m^^'O^U. Immunology, 
157 , 2174, 1996). BALB/cV V 7. \Z h V — h D -fcf > * ;U "7 * >g££ jtfl§f3& 

0.5%^^-^-ir^l/P-^^^^^^L, h U- h D^>ir >7>;U:7 * Vitfefif^U 

#:M^ XtfmcDitm^M^ly . Murthyfc oT^Tl^i - 0 ~4 ©7,3 

7£tttt/c (Digestive Disease and Science, 38, 1722, 1993) . 
0 : IES 

3 : iSJg (T#3) 

mm* «:#a(ing/kg) imm §^37 (y^±sD) 

^maa* - 10 3. 5 + 0. 71 

3 (Dffl- 50 10 1 . 5 ± 0 . 8 5 
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m * <d $b 11 



1 . 5S : 

R 3 




^^m: ^ckV^7;l/^r-^S> m&Zfttt, «fc^7^^r— ^^r^S, ^7^1, 
R 3 li, R'JlR^fc^bt. — R 1 — R 3 — £ /c (£— R 2 — R 3 — #\ 

^ : 



15 




X hV*?U>. -CO-CH 2 - -OCH r , -SCH 2 - -N (R 5 ) 
CH 2 -, -CO-, ffiHHi^fcte-N (R 5 ) -Zm-f. R 5 (i, 

20 2Kl!l®?*/cii7^=¥^S i S:^i". ) T^IStiS 2iS^ibt =fc «fcv\, 
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^mmi&mm.mmm&'vh^ . sua**, a&£nTfc«fci^>*?>3sa;/ciiBi£ 

10 4 . R 1 £ R 2 © — 7x^JK t: U ->*;k fc: ^ S/— ;k kf U ^ ;k 

15 £/ct£, R 3 *\ R'fcR 2 ©-^fcJ|g^UT. -R 1 -R 3 -*fet±-R 2 -R 3 - 




h° 7 ^ t° y 5 \z v #v # ? x >st 77>^u< &B 

5. Xrt^^PX -CO-CH 2 -, -OCH 

2 -, -sch 2 - x -n (r 5 ) ch 2 - (R 5 i±n%^mi ^ii^Mmt^mx 
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6 



10 



15 



20 




Z /Na=/ N— NH 



R 



R 7 fc«fctfR 8 li. TIB (1) ifcfcfc (2) ®^*JU-C*S. 



(1) R 6 fcR 7 te» mt&mm?*$t?. 

R 8 g& $ tit J: ^ 3 - £ it 4 - \£ U ;V S: £H\ 

(2) R 6 £R 7 f£— JtK&oT, -R 6 -R 7 -#\ ^U-X -OCH 
2 -*^:(i-SCH 2 -^it„ 

7. ^ : 




i- 0 Z 2 (i, *ISSC^ 7>»V=¥^S. ^7^S. zK^S*/c(i7;l/n=¥->S$:^ 
1\ ] 
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5 -3- -5- (4-^DU7i-;l/) -tf^i/— ;w 

■ 6-^DD-3 - (3-¥VZ/Jl) -4//--Y>tV [1, 2-c] V'— A' 
•7-i?DD-4, 5 — ^* t: K n — 3 — ( 3 — k? 'J i/)V) — 2 //— t7 h[ 1 , 2 

i 2 . TmmmtenmwfflMT'to&m&m 1 ~ 5 **:t± 1 1 ©^-rn^gam 

15 13. eB^S^*^*^JT**Stt*]S 1 ~5 1 1 ©v^i*n^gBtt© 

14. ttttrafiisu c^^^jWT'^sgs*^ 1 ~5 i©^-m*»sa 
1 5 . &f£&.mkmmmfflx* 1 ~ 5 1 1 ©^-m^iatto 

20 &5g»iJ£!L 

16. »*tt*fl8jfc?&##jT**5gii#jg 1 ~5 */cii 1 1 o^-rn^gam© 
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